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Monsieur Ekmdt LEZMAIRE 
Botanical extracts dpt 
Busfrls;n Manager 
BEFM@M 
Le Marisis Quest BP 4 
,24680 GARDONNE 

0-L . *“I-” I.“.,.. .  ,  I , ,  * ,  ,“.,I .  .  .  . . ,  ” ,-... .  .  

’ ” Blanquefortb’le 18 octobre 20132 .. --‘- q. L. _- . . . 

ksit retFercnce : rh 452 / OX-2649 

“est substance : CHRY%AMTnf!LLUW batch 2890 

Aumber of antmals : 10 nks (S m&5 arid 5 femaif~] 

rdmirGr;tration route : oral route 

be level : !!@ m  %3/w 

)bscrwtion paiwi ; 14 day.5 afiw admlnisfzMJt3n 

lortality ! 0% 

;ymptamatology : none 

IeC~pSy fitldings ; nothlng to report 

Jnder the experlmantal conditkm adopted, the subs&n~ CYRY!SANTHEUUM orally admlnlgwed to 
.O r&s at tile $000 mg/kg dose level did nat present imy wute fiord&y signs. 

lwdk GLIMONP t 
Dlrecteur d’Eh&i 



TRANSPERFECT TRANSLATIONS 

AFFIDAVIT OF ACCURACY 

I, Joy Seletsky, hereby certify that the following is, to the best of my 
knowledge and belief, a true and accurate translation of the following 
document, “Evaluation of the Acute Toxicity After Oral Administration to the 
Rat - Limited Testing,” from French into English. 
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EVIC-TOX 

Study: Th 472 

Product: 0 l-2649 

EVALUATION OF THE ACUTE WORK DOCUMENT 1 
TOXICITY AFTER ORAL 
ADMINISTRATION TO THE RAT 
- LIMITED TESTING - DT.TA.OR.Lim.Rat. lO/OO( 1) 
Preparation of the substance Date: 10/16/01 
to be tested (preliminary test) Initials: [initials] 

- Jdentification of the substance, storage conditions, appearance and organic depressant 
characteristics 
in conformity with the worksheet* yes X no- 

* If no, indicate the modifications directly on the worksheet 

- Indications provided on the substance: 
Solubility: 
pH: 
Density: 

- Substance used as provided by the Sponsor: 
* If no, complete the table below 

yes - no & 

Test Results [Essais rialish] [see source for original table] 
Vehicle Quantity Quantity Homogenizing Magnetic Water Appearance 

of of vehicle (mortar, agitation bath (“C) of the final 
substance added UltraTurrax, (yes/no) preparation 
weighed (s/ml) etc.) 
(g> 

Water PPI 2g 

CMC 
0.5% 
Corn oil 
Other: 

5ml No Yes No Thick black 
liquid 

- Volume selected: 10 ml/kg Dose selected: 5000 mgkg 

- Substance usage conditions in the study: 
Vehicle: EPP[illegible] Cooper 
Homogenizing: 

- Mortar/rammer 
- UltraTurrax 
- Magnetic agitation 

lot 0003 

yes no 
yes no 
yes3 no 

Water bath: 
[stamp1 

Yes noX 
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If yes, - temperature: -“C 

- Solution preparation method: [handwritten] For 4 kg Animals: 
[illegible] Room of [illegible] 2Op of product QS 40 ml EPP[illegible] 
use [illegible] graduated tube up to 50m1, QS done directly in the tube, manual 
agitation using a stainless steel spatula then transfer product to a beaker for the 
treatment, apply magnetic agitation for the duration of the treatment [bottom of page 
cut offl thick black liquid [illegible] 10-17-01 

[illegible] 
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EVIC-TOX EVALUATION OF THE ACUTE WORK DOCUMENT 2 
TOXICITY AFTER ORAL 
ADMINISTRATION TO THE RAT 
- LIMITED TESTING - 

DT.TA.OR.Lim.Rat. lO/OO( 1) 
Study: Th 472 Schedule Date: 10/16/01 
Product: 0 l-2649 Initials: [initials] 

Supplier: IFFA-CREDO 
Description: SPRAGUE-DAWLEY (EOPS) 

[see source for original table] 
Month OCTOBER 200 1 
Day of Month 
Day of Test (J) J= Day 
Operation 

R&p: Receipt of animals (cf Study [illegible] 458) P: Weight of animals D: Hydric diet 
Act: Acclimation KC: Clinical Observations 

in Cage 
T: Treatment UCI: Individual Clinical 

Observations 
Prkp: Preparation of the substance Aut: Autopsy 
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EVIC-TOX EVALUATION OF THE ACUTE WORK DOCUMENT 3 
TOXICITY AFTER ORAL 
ADMINISTRATION TO THE RAT 
- LIMITED TESTING - 

Study: Th 472 DT.TA.OR.Lim.Rat. lO/OO( 1) 
Product: 01-2649 Body Weight 

Treatment 

Time fast started on Day 1 [J-l]: 2:30pm Time administered on Day 1: 8:3Oam 
Syringe: 2.5 ml Needle: 15X3’ 

Male Rats I Rats mdes 
e for origir 
Marking 
1 
green 
ring 

1 table I : 
Weight 
at 
Day 1 
(before 
starting 
fast) 
0 

embers] 
Weight 
conforms 
(yes/no) 

E see sow 
Number 
of 
animals 

Weight Final 
at product 
Day 1 volume 
/TO adm./rat 
(g> (ml> 

Weight at 
Day 4 
69 

Weight 
at 
Day 8 
(8) 

Weight 
at 
Day 15 
c&d 

Head 
Back 

Yes 
Yes 

Tail 
Abdomen 

1 White 
Total no. of animals 

Yes 
Yes 
Yes 

Average 
Standard deviation 
Total 
Minimal weight 
Maximal weight 
Initials 
Date 

1%; x+2 %J Average weight oj-rni ‘e rats: x = [illegibh 
Authorized weight interval: [ 169.58 at 25: 

_ ‘e 
f&g 

Acceptabl limits: [x-. 
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Female Rats / Rats femelles 
Fsee source for original table / numbers] 
Number Marking 
of 1 conformity 
animals 

rl l--=- 

green (yes/no) 
ring 

Weight 
at 
Day 1 
(before 
starting 
fast) 
0 

Weight 
at 
Day 15 
(g> 

Weight 
at 
Day 1 
/TO 
(g> 

Final 
product 
volume 
adm./rat 
(ml) 

Weight at 
Day 4 
03) 

Weight 
at 
Day 8 
(9) 

Head 
Back 
Tail 
Abdomen 
White 

Yes 
Yes 
Yes 
Yes 
Yes 

Total no. of animals 
Average 
Standard deviation 
Total 
Minimal weight 
Maximal weight 
Initials 
Date 
Average weight offemale rats: x = [illegible 

L 

g Acceptable limits: [x-20%; x+20%] 
Authorized weight interval: [ 153.52 at 23 1.521 g 

Weight in conformity iffalls between the authorized interval (ifnot, inform the DE, who 
will decide whether to keep the animal in the test). 
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EVIC-TOX EVALUATION OF THE ACUTE WORK DOCUMENT 4.1 
TOXICITY AFTER ORAL 
ADMINISTRATION TO THE RAT 
- LIMITED TESTING - 

DT.TA.OR.Lim.Rat. 1 O/00( 1) 
Study : Th 472 
Product: 01-2649 Clinical Observations in Cage (OCC) 

Male Rats 
Date of examinations - Comments [Date des contr6Zes - Commentaires] 

Day 1 (just after 
the treatment) 
8:4Oam 
10/17/01 
ExN 
Initials: [initials] 

Day 1-T 30 min 9:lOam 

ExN 
Initials: [initials] 

Day l-T3 hr Day l-T4 hr 
11:4oam 12:40pm 
Redistribution of food 
ExN ExN 
Initials: [initials] Initials: [initials] 

Day 2 10/18/01 
ExN 

Day 3 10/19/01 
ExN 

Initials: [initials] Initials: [initials] 

Day 6 1 O/22/01 
ExN 

Day 7 10/23/01 
ExN 

Initials: [initials] Initials: [initials] 

Day 10 1 O/26/01 
ExN 
Initials: [initials] 

Day 11 10/27/01 
ExN 
Initials: [initials] 

Day 14 10/30/01 
ExN 

Initials: [initials] 

Day 15 10/31/01 
Weighing - Autopsy 
ExN 
Initials: [initials] 

Day 1-T 1 hour 
9:4oam 

OCI 

Initials; [initials] 

Day l-T5hr 
1:4Opm 

ExN 
Initials: [initials] 

Day 4 1 O/20/0 1 
Weighing 
ExN 
Initials: [initials] 

Day 8 10/24/01 
Weighing 
ExN 
Initials: [initials] 

Day 12 10/28/01 
ExN 
Initials: [initials] 

Day l-T2 hr 
10:4oam 

ExN 
Initials: [initials] 

Day 1-T6hr 
2:40pm 

ExN 
Initials: [initials] 

Day 5 10/21/01 
ExN 

Initials: [initials] 

Day 9 10/25/01 
ExN 

Initials: [initials] 

Day 13 10/29/01 
ExN 
Initials: [initials] 

After each examination, initial the corresponding box. 
Ifthe examination is normal = Ex N If not OCI = Individual Clinical Observation (cf OCIform) 
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EVIC-TOX 

Study: 
Product: 

EVALUATION OF THE ACUTE WORK DOCUMENT 4.2 
TOXICITY AFTER ORAL 
ADMINISTRATION TO THE RAT 
- LIMITED TESTING - 

DT.TA.OR.Lim.Rat. 1 O/00( 1) 
Th 472 
0 l-2649 Clinical Observations in Cage (OCC) 

Female Rats 
Date of examinations - Comments [Date des contr6Zes - Commentaires] 

Day 1 (just after Day 1 -T 30 min 
the treatment) 
10/17/01 
ExN ExN 
Initials: [initials] Initials: [initials] 

Day 1-T3hr Day 1-T4hr 
Redistribution of food 
ExN 
Initials: [initials] 

ExN 
Initials: [initials] 

Day 1-T 1 hour 

OCI 

Initials: [initials] 

Day I-T5hr 

ExN 
Initials: [initials] 

Day 2 10/18/01 Day 3 10/19/01 
ExN ExN 

Initials: [initials] Initials: [initials] 

Day 6 1 O/22/0 1 
ExN 

Day 7 lo/23101 
ExN 

Initials: [initials] Initials: [initials] 

Day 10 10/26/O 1 
ExN 
Initials: [initials] 

Day 11 10/27/01 
ExN 
Initials: [initials] 

Day 14 10/30/01 
ExN 

Initials: [initials] 

Day 15 10/31/01 
Weighing - Autopsy 
ExN 
Initials: [initials] 

Day 4 1 O/20/01 
Weighing 
ExN 
Initials: [initials] 

Day 8 10/24/01 
Weighing 
ExN 
Initials: [initials] 

Day 12 10/28/01 
ExN 
Initials: [initials] 

Day 1-T2hr 

ExN 
Initials: [initials] 

Day l-T6hr 

ExN 
Initials: [initials] 

Day 5 10/21/01 
ExN 

Initials: [initials] 

Day 9 1 O/25/0 1 
ExN 

Initials: [initials] 

Day 13 10/29/01 
ExN 
Initials: [initials] 

After each examination, initial the corresponding box. 
Ifthe examination is normal = Ex N Ifnot OCI = Individual Clinical Observation (cf OCIform) 
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EVIC-TOX EVALUATION OF THE ACUTE WORK DOCUMENT 5 
TOXICITY AFTER ORAL 
ADMINISTRATION TO THE RAT 
- LIMITED TESTING - 

DT.TA.OR.Lim.Rat. 1 O/00( 1) 
Study: Th 472 
Product: 01-2649 Individual Clinical Observations 

OCI 

Male Rats I Rat mb?les 

No. of animals Codified symptomatology* 
Day 1-T 1 hr 

[see source for original numbers and entries] 

Date 10/17/01 
Initials M 

Female Rats / Rats femelles 

No. of animals Codified symptomatology* 
Day 1-T 1 hr 

[see source for numbers and entries] 

Date 
Initials 

10/17/01 
M 

*: codification: cfpage 6 
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EVIC-TOX EVALUATION OF THE ACUTE WORK DOCUMENT 6 

Study: 
Product: 

TOXICITY AFTER ORAL 
ADMINISTRATION TO THE RAT 
- LIMITED TESTING - 

DT.TA.OR.Lim.Rat. lO/OO( 1) 
Th 472 
01-2649 Clinical Observations: 

Parameters and Codification 

Observed Parameters 
Clinical Examination 
Spontaneous Activity 
(Motor activity) 

Preyer’s Reflex 

Respiratory effect 

Convulsions 

Trembling 

Temperature 

Muscle tone 

Prehensile strength 

Palpebral ptosis 

Symptomatology Codification 
No anomalies noted ExN 
Grooming, playing, eating, movement ACT1 + 
increased 
or decreased ACTI - 
Absence of response to perception of an PREY 0 
unusual noise (movement of auricles 
and/or jumping) 
Acceleration of respiratory rhythm RESP + 
Diminution of respiratory rhythm RESP - 
Irregularity of respiratory rhythm RESP 0 
(Apnea) 
Violent muscle contractions TONI + 
-Tonic: continuous, leading to body 
rigidity with members hyper-extended 
and animal lvine on its side or back 
- Clonic: spasmodic, interrupted, 1 CLONT 
indicated by “pedaling” 
Small involuntary rhythmic oscillations TREM i- 
of the body 
Sensation of heat 
or of cold, felt by the experimenter in 

TEMP + 
TEMP - 

contact with the-animal - 
Physiological state of muscle tension: MUSC - 
- hypotonia = diminution of muscle tone; 
the animal is “soft” 
- hypertonia = increase in tone, indicated MUSC + 
by an exaggerated muscular response to 
touching 
Aptitude at gripping an object with the FPRE + 
front paws - increased 
or decreased 
Relaxation of the eyelids indicated by 

FPRE - 
PTOS + 
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Mydriasis 

Salivation 

Lacrimation 

Turnover [reversal] reflex 

Pilo-erection 
Diarrhea 
Lethargy 
Coma 

Modification of skin 
Modification of fur 
Modification of eyes 
Modification of mucus 
linings 
Mortality 

complete closure 
or partial closure of the eyelids PTOS +/- 
Total dilation of the pupil MYDR + 
or partial dilation of the pupil MYDR +I- 
Increased secretion of saliva after SAL1 + 
treatment 
Increase in secretion of tears after LARM + 
treatment 
Loss of equilibrium and motor RET0 - 
coordination in response to an abnormal 
position (animal stays on its back) 
Fur standing on end PILO + 
Liquid stools DIAR + 
State of prolonged somnolence LETH + 
Loss of consciousness, sensitivity and COMA + 
mobility with relative conservation of 
vegetative functions 
Anomaly noted on condition of skin PEAU + 
Anomaly noted on condition of fur PELA + 
Anomaly noted on condition of eyes YEUX + 
Anomaly noted on condition of mucus MUQU + 
linings 
Natural death N 
Accidental death A 
Sacrificial death S 

IDENTIAL 
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EVIC-TOX EVALUATION OF THE ACUTE WORK DOCUMENT 7.1 
TOXICITY AFTER ORAL 
ADMINISTRATION TO THE RAT 
- LIMITED TESTING - 

DT.TA.OR.Lim.Rat. 1 O/00( 1) 
Study: Th 472 
Product: 0 l-2649 Autopsy 

Male Rats 

[see source for numbers and entries] 
No. of animals 
Date of death 
Cause of death* 

Organs observed 
Trachea 
Lungs 
Heart 
Liver 
Thymus 
Pancreas 
Lymph nodes 
Spleen 
Esophagus 
Stomach 
Duodenum 
Jejunum 
Ileum 
Caecum 
Colon 
Left kidney 
Right kidney 
Bladder 
Left testicle 
Right testicle 
Initials 

If the examination is normal, put 0 in the corresponding box 
If the organ is not observed: put / in the corresponding box 
Ifthe organ has been removed put the letter P in the corresponding box 

*MS: animal sacrificed 
MN: natural death 
MA: accidental death 
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EVIC-TOX EVALUATION OF THE ACUTE WORK DOCUMENT 7.2 
TOXICITY AFTER ORAL 
ADMINISTRATION TO THE RAT 
- LIMITED TESTING - 

DT.TA.OR.Lim.Rat. lO/OO( 1) 
Study: Th 472 
Product: 01-2649 Autopsy 

Female Rats 

[see source for numbers and entries] 
No. of animals 
Date of death 
Cause of death* 

Organs observed 
Trachea 
Lungs 
Heart 
Liver 
Thymus 
Pancreas 
Lymph nodes 
Spleen 
Esophagus 
Stomach 
Duodenum 
Jejunum 
Ileum 
Caecum 
Colon 
Left kidney 
Right kidney 
Bladder 

Initials 

Ifthe examination is normal, put 0 in the corresponding box 
rfthe organ is not observed: put / in the corresponding box 
Ifthe organ has been removed, put the letter P in the corresponding box 

*MS: animal sacrificed 
MN: natural death 
MA: accidental death 
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EVIC-TOX EVALUATION OF THE ACUTE WORK DOCUMENT 8 
TOXICITY AFTER ORAL 
ADMINISTRATION TO THE RAT 
- LIMITED TESTING - 

DT.TA.OR.Lim.Rat. 1 O/00( 1) 
Study: Th 472 
Product: 01-2649 Autopsy - Glossary of 

Macroscopic Signs 

Congestion: hyperthermia, excess of blood in the vessels of an organ (or part of an organ) due to 
an irritation or a local infection (or evidence of bleeding): 

Thymus, lungs, small intestine / large intestine, liver, pancreas, spleen, lymph nodes, kidneys, 
bladder (mucus lining), ovaries, uterus, vagina. 

Hemorrhage: pooling of blood outside the vessels in more or less significant quantities 
(attention to evidence of autopsy). 

In the form of petechial hemorrhages (small spots of 1 mm maximum diameter); suffusion = 
hemorrhaging area on one part of the organ. 

Anomalies of coloration: 
- Discolored, yellow: liver and kidney 
- White / gray areas: lungs 
- Leopard spots: liver 

Anomalies of shape: 
- Dilated / distended: stomach, intestine, uterus, kidney (renal), heart, bladder 
- Deformed: dented (kidney); granular (spleen) 

Fibrous appearance: white and elevated streaks (kidney, liver, spleen) 
- Hypertrophy: increase in size (and in weight) of the organ 
- Atrophy: diminution in size (and in weight) of the organ 

Miscellaneous macroscopic anomalies: 
- Ulcer / ulceration: stomach, duodenum, esophagus, vagina, bladder (more or less 

significant loss of substance of mucus lining with black or red blood) in the form of 
spots or streaks. 

- Cystic formations: vesicles with liquid or soft substance (kidney, liver, ovary). 
- Abscess: accumulation of pus in the tissues (lungs, liver, ganglions; or following a 

misdirection). 
- Purulent tissues or liquids: which contain pus (lungs: pleural liquid, peritoneum, 

abdominal ascites). 
- Tissues with a necrotic appearance: showing a necrotic aspect = dead tissues. 
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- White sub-capsular spots: various more or less white spots on the surface of the 
organ, mainly the liver or kidney (generally associated with a parasitosis). 

- Adherences: joining of different organs by fibrous formations. 
- Edema: serous infiltration of the mucus linings, lungs and skin tissue. 
- Mucus: accumulation of thick and stringy substances on the surface of the mucus 

linings. 
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